Church & Crane (1967) described a woman aged 61 who presented with eczema of the legs and intertrigo. She was found to be mildly diabetic. Two years later she developed generalized circinate and gyrate areas of erythema. Her tongue was red and smooth and the skin lesions fluctuated daily. A skin biopsy showed two types of bulle, one subcorneal with many polymorphs and the other in the upper malpighian layer. There was marked parakeratosis. The patient became anemic, the hemoglobin falling to 7.0 g/100 ml. Prednisolone controlled the eruption. The patient died and was found to have an islet cell tumour of the pancreas with metastases in lymph nodes.
Dr R E Church referred to a paper by Becker et al. (1942) concerning a woman aged 45 who had an identical illness with similar post-mortem findings. Church described the features of the syndrome as: rashmobile and annular erythema with superficial necrosis; red smooth tongue; mild diabetes; normochromic anemia and rapid fall in weight.
A patient was shown to this Section in 1971 (Wilkinson 1973) . She was 55 and presented with vulvitis, sore tongue and loss of weight. She then developed striking migratory erythema on the trunk, perineum and legs. Each lesion started as an erythematous patch which spread to leave a central superficial bulla. This ruptured and crusted and later became pigmented, but healed completely. Skin biopsy from an old lesion showed nonspecific inflammation with some destruction of the epidermis. However, biopsy of a new lesion revealed necrolysis confined to the upper part of the epidermis with very superficial bulla formation. She was found to be diabetic and anmmic. She was presented to this section as A possible case ofpustular psoriasis with epidermal iecrolysis, but Dr Church recognized it as similar to his patient and subsequent laparotomy revealed a tumour in the neck of the pancreas, with multiple hepatic secondaries. The histology was that of an islet cell tumour. Five and a half years after onset of the rash, she died of pulmonary embolus. Electronmicroscopy of the tumour demonstrated an alpha cell type and radioimmunoassay of the tumour showed very high glucagon levels. Her serum glucagon in life had been 1900 and 3900 pg/ml (normal less than 100 pg/ml). At this same meeting, Dr N R Rowell (Leeds) referred to a case of Professor J T Ingram's in 1958 with an identical story although the patient was not diabetic when tested. She was found to have an epigastric mass and at laparatomy a hard mass was found in the body of the pancreas with multiple metastases in the liver. Biopsy showed an islet cell tumour.
Case Histories Some of the following cases of migratory erythema with glucagon-secreting tumour ofpancreas have not yet been described elsewhere.
Case 1 (Dr RD Sweet, Plymouth; Sweet 1974) Woman aged 53, presented in 1969 with perianal irritation and Candida infection. Glucose tolerance test was normal. By January 1973 she had lost weight and had a sore tongue and mouth and a widespread rash. She was anemic and was now diabetic, needing 40 units of soluble insulin per day. Investigations at Greenwich and District Hospital by Dr C N Mallinson showed abnormal pancreatic function tests and malignant cells were found in the duodenal juice. Laparotomy revealed a tumour in the neck of the pancreas with no detectable metastases. Histology showed islet cell tumour. The response to excision of the tumour was striking. Within 48 hours the skin was nearly free of rash, the diabetes quickly settled and in two weeks the hbmoglobin became normal and she rapidly put on weight. Serum glucagon was 3500 pg/ml before operation and 4-130 pg/ml within one week of operation. Aminoacids became normal within one week of operation. Histology of the tumour showed islet cells which on electron microscopy were alpha cells. Glucagon content of frozen specimen was 22 .ug/g (normal<0.4).
Case 2 (Dr R P Warin, Bristol) Woman aged 56, presented in 1961 with widespread and irritating rash of circinate red patches with blisters and pustules of the edges. Eight years later she was found to be anmmic and to have glycosuria but her glucose tolerance test was normal. The eruption responded to tetracycline. In 1972 she relapsed and developed a sore tongue and mouth, diarrhlea and loss ofweight. A skin biopsy showed a well demarcated Section ofDermatology pustule immediately below the keratin with mild inflammation in the dermis. Dapsone had no effect. She was now diabetic. Laparotomy revealed chronic pancreatitis, but it was noted that the tail of the pancreas was nodular. Duodenal polyps were found and removed. In May 1973 she died from gastrointestinal hemorrhage and post-mortem revealed a small islet cell tumour in the tail of the pancreas with no metastases.
Case 3 (Dr Aitken Ross, Portsmouth) Woman aged 50, a housewife, presented in 1970 with a similar eruption and diabetes. The rash was controlled by prednisolone but the patient lost weight and deteriorated, and was found to have an enlarged liver. Within four months of the onset of the skin disease she died and post-mortem revealed an islet cell tumour with liver secondaries.
Case 4 (Dr P F Borrie, St Bartholomew's Hospital, London) Man, aged 65 presented elsewhere in 1956 with severe intertrigo. This never cleared and he saw Dr Borrie in 1963. He had a sore tongue and an angular cheilitis with a widespread exfoliating and crusting rash. He was aniemic but a glucose tolerance test was normal.
Laparotomy revealed a hard mass in the neck of the pancreas, with no metastases. No biopsy was taken and a diagnosis of chronic pancreatitis was made by the surgeon. The patient died in hospital of a pulmonary embolus, but no post-mortem was allowed.
Case 5 (Dr P F Borrie) Woman aged 58, presented in 1964 with a two-year history of an extensive eruption. She was anemic. The appearance was of epidermal necrolysis and systemic steroids controlled the rash. In 1965 she was found to be diabetic. In 1969 she developed diarrhoea and the rash became severe: skin biopsy suggested pustular psoriasis with an intact superficial bulla immediately under the stratum corneum. Dapsone was of no help but Synacthen depot benefited her a little. The patient is still being investigated and has not yet had a laparotomy. Her length of history makes it likely that she has an adenoma and not a carcinoma of the pancreas.
Case 6 (Dr A P Warin, for Dr J S Pegum) Woman aged 65, shown in April 1973 to this Section with a diagnosis of necrolytic migrating erythema with alpha cell tumour of the pancreas (Warin 1974) . She had advanced syringomyelia. Presented in 1971 with eczema of the back and in 1972 this spread to involve most of the body. In 1973 the appearance was of migrating erythema with crusting and clearing behind the advancing edge. She had lost weight and had a poor appetite. She was found to be diabetic. Her serum glucagon was 1800 pg/ml. Amino acids were low and she had abnormal pancreatic function tests. Surgery was contraindicated because of poor general health and respiratory reserve from syringomyelia. The rash responded to prednisolone, but later flared up and could not be controlled by 20 mg per day. Tetracycline gave a fair response. Di-iodohydroxyquinoline controlled the rash completely until her death in December 1973. Post-mortem revealed an islet cell tumour in the tail of the pancreas with metastases in the liver and lymph nodes.
Case 7 (Dr C N Mallinson, Greenwich & District Hospital, London) Woman aged 48, presented with a six-month history of rash, sore tongue, weight loss and diarrhea. Examination revealed a bright red tongue and a figurate erythema on the back, groins, arms and legs. The perineum was exudative. Staphylococcus pyogenes was cultured from the skin and a glucose tolerance curve was diabetic. There was partial response of the skin to prednisolone 60 mg daily and the diabetes was controlled by insulin 32-44 units per day. Because of similarity to acrodermatitis enteropathica, di-iodohydroxyquinoline (Diodoquin) 650 mg three times daily was given and the response was dramatic. Two and a half years later she died of a staphylococcal pneumonia and post-mortem revealed a tumour in the tail of the pancreas -10 cm in diameter. There were 4 small metastases in the liver. Histology showed an islet cell growth.
Discussion
The association between necrolytic migratory erythema and glucagon-secreting tumour of the pancreas is now established (Becker et al. 1942 , Church & Crane 1967 , McGavran et. al. 1966 , Sweet 1974 , Warin 1974 , Wilkinson 1973 . The typical history is one of a rash, present for 2-13 years, especially in the groins, perineum and natal cleft. Only one patient had a short history of 4 months between the onset of the rash and death. Weight loss is a constant feature and is often gross. The tongue becomes sore and there is angular cheilitis. The eruption is often rather nonspecific for years before taking on necrolytic and migratory features. Out of the 11 cases described, 10 have been female. The age of onset was over 40 in all except 1 case. Investigations show a normochromic anemia and variable diabetes and low amino acids. Glucagon estimations have been 1800-3500 pg/ml (normal less than 100 pg/mi). Histology of the skin is variable, but often shows superficial epidermal necrolysis with bulla formation. There is no acantholysis. The result of resection of the tumour is dramaticall clinical and biochemical features returning to normal within one week.
The importance of this syndrome is that it seems to point to a specific tumour and, if it is diagnosed early, the patients may be cured. Three of the patients described had no detectable metastases at laparatomy or post-mortem. This condition is probably not excessively rare, as out of the 11 cases reviewed, 5 have been diagnosed in the last year. Because of the long history of widespread rash, it is likely that other patients are attending dermatology clinics at the present time.
Dr R E Church: While bizarre widespread eruptions may occur in association with underlying neoplasm such as carcinoma of the bronchus I think the clinical appearance of the rash which we are discussing is unique. Nevertheless it may vary in its appearance from time to time and in making this diagnosis I do not think we should put too much stress on the rash alone but should also take into account other features of this syndrome such as the sore red tongue, diabetes, weight loss and anemia which Dr W A F Crane and I described in our case and which have been present in those cases which have come to light since. Dr R R Harman: In his description of this group of cases Dr Warin has not mentioned the very odd features on the ear lobes in Case 2 and also in Case 6. Dr R P Warin's patient had large perforations of the lobes due to the pressure of clip-on ear rings, and the other patient had a large part of the left ear lobe missing; the patient attributed this to pressure from a hair-net rubber band. All cases have had very thin skin tending to break down in pressure areas and these unique ear signs may indicate an important dermal thinning and fragility.
Was there no comment on the ear lobes in the other cases ?
Dr R D Sweet: Perhaps the most remarkable thing about my patient (Case 1) was the rapid disappearance of the rash after the pancreatic tumour had been removed. The patient's tongue was normal in 24 hours and her extensive eruption cleared within a week. Attempts to reproduce this eruption with a commercial glucagon preparation with patch tests and intradermal injections were unsuccessful. Dr R Summerly: As far as I am aware, the antipancreatic lipase activity of the tetracyclines has only been established in the in vitro situation. The beneficial effect, reported by some clinicians, of systemic tetracyclines on the necrolytic erythema of this syndrome may be due to such inhibition of the pancreatic lipase and should be tested in the in vivo situation.
Alopecia Areata, Vitiligo, Scleroderma and Ulcerative Colitis D M Thompson MB MRCP (for T W E Robinson MB MRCP and J Lennard-Jones MD FRCP) (University College Hospital, London WCJE6JJ) V F, man aged 31. Born in Malta History: 1968: attended London Hospital with a subtotal alopecia. Since then hair has regrown and fallen out twice. 1969: developed soreness of mouth. Eroded and blistered areas noted on palate and anus. Later appearances highly suggestive of lichen planus. 1970: lichen simplex chronicus of trunk and legs. 1971: attended Westminster Hospital with repeated episodes of nonspecific urethritis. 1972: attended UCH with a further episode of urethritis associated with painful and stiff knees, ankles, wrists, fingers, elbows and lumbar spine. X-rays showed calcaneal spurs and diagnosis of incomplete Reiter's syndrome made. July 1973: seen at UCH because of pruritus of legs. White patches on back present for previous three months. Recent lower abdominal pain with loose stools in morning. Similar episode for one year, four years ago.
Since then diarrhoca has become progressively worse, with passage of 8 stools during day and 2 at night. No blood or mucus. Family history: His brother has thyroid trouble and his mother has diabetes. On examination: Almost total hair loss ( Fig IA) . Vitiligo of back ( Fig IB) . Sclerodermatous pigmented areas on arms and lower legs ( Fig Ic) . Extending ivory coloured wrinkled discoid areas on buttocks. Exophthalmos, gynmcomastia, normal genitalia.
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